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International application No. 
PCTJEP 03X33338 


International filing date (dayAnonthfyear) 
27.03.2003 


Priority date (dayAnonth/year) 
28.03.2002 


Applicant 

GLAXO GROUP LIMITED 



The applicant is hereby notified that this International Preliminary Examining Authority transmits herewith the 
international preliminary examination report and its annexes, if any, established on the international 
application. 



2. A copy of the report and its annexes, if any, is being transmitted to the International Bureau for 
communication to all the elected Offices. 



3. Where required by any of the elected Offices, the International Bureau will prepare an English translation of 
the report (but not of any annexes) and will transmit such translation to those Offices. 



4. REMINDER 

The applicant must enter the national phase before each elected Office by performing certain acts (filing 
translations and paying national fees) within 30 months from the priority date (or later in some Offices) 
(Article 39(1)) (see also the reminder sent by the International Bureau with Form PCT/tB/301). 

Where a translation of the international application must be furnished to an elected Office, that translation 
must contain a translation of any annexes to the international preliminary examination report. It is the 
applicant's responsibility to prepare and furnish such translation directly to each elected Office concerned. 

For further details on the applicable time limits and requirements of the elected Offices, see Volume II of the 
PCT Applicant's Guide. 

The applicant's attention is drawn to Article 33(5), which provides that the criteria of novelty, inventive step 
and industrial applicability described in Article 33(2) to (4) merely serve the purposes of international 
preliminary examination and that "any Contracting State may apply additional or different criteria for the 
purposes of deciding whether, in that State, the claimed inventions is patentable or not" (see also Article 
27(5)). Such additional criteria may relate, for example, to exemptions from patentability, requirements for 
enabling disclosure, clarity and support for the claims. 
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D-10958 Berlin 
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Geier, A 

Tel. +49 30 25901-706 
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Applicant's or agent's file reference 
AXP/PG4790 


cr\Q ci idtucd ATTinM See Notification of Transmittal of international 

run run i neri mu i i<-»n preliminary Examination Report (Form PCT/IPEAM16) 


International application No. 
PCT/EP 03X53338 


International filing date (dayAnonttyear) 
27.03.2003 


Priority date (dayAnonth/year) 
28.03.2002 



International Patent Classification (IPC) or both national classification and IPC 
C07D265y90 



Applicant 

GLAXO GROUP LIMITED 



1 . This international preliminary examination report has been prepared by this International Preliminary Examining 
Authority and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of 5 sheets, including this cover sheet. 



□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims andfcr drawings which hav 
been amended and are the basis for this report anctbr sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative instructions under the PCT). 

These annexes consist of a total of sheets. 



This report contains indications relating to the following items: 

Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 
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Date of submission of the demand 
30.09.2003 


Date of completion of this report 
05.02.2004 


Name and mailing address of the international 
preliminary examining authority: 

European Patent Office - Gitschiner Str. 1 03 

D-1 0958 Berlin 
Off) Tel. +49 30 25901 - 0 
, ^ Fax: +49 30 25901 - 840 


Authorized Officer ^ ^ 

Hass, C ({ jj 
Telephone No. +49 30 25901 -340 ^!2 SS £2' 
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INTERNATIONAL PRELIMINARY 
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International application No. PCT7EP 03A)3338 



I. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 17)): 

Description, Pages 

1 -20 as originally filed 

Claims, Numbers 

1-12 as originally filed 

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under 
Rule 55.2 anctor 55.3). 

3. With regard to any nucleotide andJbr amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure 
in the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have 

been considered to go beyond the disclosure as filed (Rule 70.2(c)). 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 
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III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application, 

13 claims Nos. 4 (with regard to industrial applicability) 
because: 

M the said international application, or the said claims Nos. 4 relate to the following subject matter which does 
not require an international preliminary examination (specify): 

see separate sheet 

□ the description, claims or drawings (indicate particular elements below) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/ 
or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the Standard. 

□ the computer readable form has not been furnished or does not comply with the Standard. 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 1-8,10-20 

No: Claims 9 

Inventive step (IS) Yes: Claims 1-8,10-20 

No: Claims 9 

Industrial applicability (IA) Yes: Claims 1-3,5-20 

No: Claims 

2. Citations and explanations 
see separate sheet 
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R It mill 

Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

Claim 4 relates to subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated with 
respect to the industrial applicability of the subject-matter of this claim (Article 34(4)(a)(i) 
PCT). 

Re Item V 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

1 . Cited documents 

D1 : WO 98 56771 A (SCHERING AG) 17 December 1998 (1998-12-17) cited in 
the application 

D2: SARTORI E ET AL: 'SYNTHESIS AND ACTIVITIES OF NET 

ARYLSULFONAMIDO THROMBOXANE A2 RECEPTOR ANTAGONISTS' 
EUROPEAN JOURNAL OF MEDICINAL CHEMISTRY, EDITIONS 
SCIENTIFIQUE ELSEVIER, PARIS, FR, vol. 28, no. 7/8, 1993, pages 625- 
632, XP000396678 ISSN: 0223-5234 cited in the application 

D3: WO 95 31431 A (NISSHIN FLOUR MILLING CO; KIKUCHI HARUHIKO (JP); 
SATOH HIROAKI (JP) 23 November 1995 (1995-1 1-23) 

D4: EP-A-0 243 959 (DAINIPPON PHARMACEUTICAL CO) 4 November 1 987 
(1987-11-04) 

D5: WO 95 31442 A (NISSHIN FLOUR MILLING CO; KIKUCHI HARUHIKO (JP); 
SATOH HIROAKI (JP) 23 November 1995 (1995-11-23) 

2. Novelty 

2.1 The subject-matter of claim 9 is not novel in view of D2, page 631 , left-hand 
column, line 17 ("methyl 3-aminomethyl benzoate"). 

2.2 The subject-matter of claims 1 -8 and 10-12 is novel with regard to D1 -D5: 
The D1 compounds have no morpholine ring. 
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The D3 compounds similar to those of claims 1 , 6 and 7 have no "free" urea group (D3, 
pages 28 and 35). The compound disclosed on page 41 , line 5 of D3 does not have a 
ring on the "left-hand side" of the molecule. 

The compound disclosed in D4, page 43, example 24 has an amide group as linking 
group. 

The compound disclosed in D5, page 40, lines 6-10, is different from the compounds 
claimed in claims 1 1 and 12 at least because it has no A-corresponding group. 

3. Inventive step 

3.1 According to the description, the problem underlying the present application is to 
provide further compounds which are useful as pharmaceuticals, especially for the 
treatment of inflammation. 

3.2 For the subject-matter of claim 1 , D1 is the closest prior art since it also discloses 
compounds which have anti-inflammatory activity. However, the D1 compounds are 
piperazine derivatives, and they do not have a urea group. The present compound of 
claim 1 thus could not be deduced from D1 . Therefore it can be said that the problem 
as defined above has been solved in a rion-obvious way. For the subject-matter of 
product claim 1 , process claim 2, pharmaceutical claims 3 to 5 and of claims 6 to 8 and 
10 to 12, which are directed to intermediates (claim 9 is not novel, see above), inventive 
step can be acknowledged. 

4. Industrial applicability 

4.1 The subject-matter of claims 1 -3 and 5-1 2 is industrially applicable. 

4.2 For the assessment of the present claim 4 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, for 
example, does not recognize as industrially applicable the subject-matter of claims to 
the use of a compound in medical treatment, but may allow, however, claims to a 
known compound for first use in medical treatment and the use of such a compound for 
the manufacture of a medicament for a new medical treatment. 
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Inter natfij 


R>plication No 




PCT/EP 


03/03338 j 



A. CLASSIFICATION OF SUBJECT MATTER . 

IPC 7 C07D265/30 C07C229/60 C07C215/18 A61K31/5375 A61P29/00 



According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

IPC 7 C07D 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and. where practical, search terms used) 

EPO-Internal , CHEM ABS Data 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category * 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


A 


WO 98 56771 A (SCHERING AG) 
17 December 1998 (1998-12-17) 
cited in the application 
claims 1,31-34 


1,3-5 


X 


SARTORI E ET AL: "SYNTHESIS AND 
ACTIVITIES OF NET ARYLSULFONAMIDO 
THROMBOXANE A2 RECEPTOR ANTAGONISTS" 
EUROPEAN JOURNAL OF MEDICINAL CHEMISTRY, 
EDITIONS SCIENTIFIQUE ELSEVIER, PARIS, FR, 
vol. 28, no. 7/8, 1993, pages 625-632, 
XP000396678 
ISSN: 0223-5234 
cited in the application 


9 




page 631, left-hand column, line 17: 
"methyl 3-ami nomethyl benzoate" 










-/-- 





Further documents are listed in the continuation of box C. 



10 



Patent family members are listed in annex. 



° Special categories of cited documents : 

"A" document defining the general state of the art which is not 

considered to be of particular relevance 
•E* earlier document but published on or after the international 

filing date 

'L' document which may throw doubts on priority claim (s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

*0* document referring to an oral disclosure, use. exhibition or 
other means 

•P* document published prior to the international filing date but 
later than the priority date claimed 



later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory undertying the 
invention 

document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

document of particular relevance; the claimed invention 
cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

document member of the same patent family 



Date of the actual completion of the international search 

6 October 2003 


Date of mailing of the international search report 

15/10/2003 


Name and mailing address of the ISA 

European Patent Office, P.B. 5816 Patent laan 2 
NL - 2280 HV Rijswijk 
Tel. (+31-70) 340-2040. Tx. 31 651 epo nl. 
Fax: (+31-70) 340-3016 


Authorized officer 

Hass, C 
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C.(Contlnuatlon) DOCUMENTS CONSIDERED TO BE RELEVANT 



Category e 



Citation of document, with indication .where appropriate, of the relevant passages 



Relevant to claim No. 



A,P 



WO 95 31431 A (NISSHIN FLOUR MILLING CO; 
KIKUCHI HARUHIKO (JP); SATOH HIROAKI (JP) 
23 November 1995 (1995-11-23) 
page 28, line 21 - line 24 
page 35, line 20 - line 23 
page 41, line 5 

EP 0 243 959 A (DAINIPPON PHARMACEUTICAL 
CO) 4 November 1987 (1987-11-04) 
page 43, example 24 

WO 95 31442 A (NISSHIN FLOUR MILLING CO; 
KIKUCHI HARUHIKO (JP); SATOH HIROAKI (JP) 
23 November 1995 (1995-11-23) 
page 40, line 6 - line 10 
page 42, line 2 - line 4 
page 43, line 5 

W0 02 26723 A (HARRISON LEE ANDREW; JUDD 
DUNCAN BRUCE (GB); GLAXO GROUP LTD (GB); ) 
4 April 2002 (2002-04-04) 
claims 1,11,12,14,17-23,25,26; examples 



1,2,6-8, 
10 



1,10 



10-12 



1-8,10 
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INTERNATIONAL SEARCH REPORT 



Internaoonat application No. 
PCT/EP 03/03338 



Box I Observati ns where certain claims were f und unsearchable (Continuati n f it m 1 of first sheet) 

This International Search Report has not been established in respect of certain claims under Article I7(2)(a) for the following reasons: 

1. fx] Claims Nos.: 

— because they relate to subject matter not required to be searched by this Authority, namely: 

Although claim 4 Is directed to a method of treatment of the human/animal 
body, the search has been carried out and based on the alleged effects of the 
compound/compos i t i on . 

2. Claims Nos.: 

because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carried out, specifically: 



3. Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 

B x II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 



1 . I I As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
' — I searchable claims. 



2. [^] As ail searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
of any additional fee. 



3. I I As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
I 1 covers only those claims for which fees were paid, specifically claims Nos.: 



4. [I No required additional search fees were timely paid by the applicant. Consequently, this International Search Report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest [ | The additional search fees were accompanied by the applicant's protest. 

| J No protest accompanied the payment of additional search fees. 
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